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Smoking and Atherosclerosis. ' The Letter to the Editor by Burch’' 
and Rowell ( Br Med J , 23 April, 1966) would be pertinent to examine^releva^t^' 

; to the association between atherosclerosis and smoking. • - " - 
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St*,—You discuss in your leader (25 
: March, p. 755) the positive a«wu:icn 
*. rbetween cigarette smoking and Ckrdinva vular 
disease. \v T e shall suggest that this is a par¬ 
ticular example of a widespread phenomenon. 

. The sex- and ase-di<trhutionv of venous 

...* Cafeftoriex of cardiovascular d:'.«*e 'Inter- 
o V 'national Abridged Liu. 1955 : A*5. B2MtfS. 

B26-—arteriosclerotic and degenerative heart 
y disease—-B27, B2S, and B29) are all ops- 

sistent with the view 1 * that these seven! 

- diseases have a disturbed-tolerance -u:o* 
immune aetiology. This intfrpreuiio'i i* 
■upponed by the obliterative vascular cl* *:« 
that are observed in kidney Nurvnrampi 
and which have hem attributed in a h*t- 
. V vmus-graft reaction,* According tn the* 
autoimmune theory Lhe canivTvawLlar <i . ~*w 
’ pnxw is initiated by a cm:!! number V ■*«*• 
ally less than 10; cf gmc rra!-V=* 

in I>rnph* iJ «tern cell* *• The-e ip«*n'- 
frr.e* charges ir.»:.a?e the growth cf error 
tt»tt forbidJcn-clor.es** of cell* mat »yn- 
ifcrvrr auteant»bodi«<. WTten the urxet tissue 
tn behind a blood-tissue barrier the primary 
auto»nnbodici are necessarily humoral, and 
it appeard* lhat thc >* S cncr3U * nii™* on 
* elevtnphoreiij with the n ; -gUibulm serum 
• '* protein fraction VThen the unset tissue is 
p^rniUly freely infittrated by small lyrr.pho- 
these ceils carrying cell-bound auto- 
v; \ anunkJics act as the primary pathogenic 

ig.fits. Given this approach, disturbances 
in the P- and y-globulin fraaioni do not 
represent the primary cause of spontaneous 
(as opposed to experimental) autoimmune 
dise.se but the body’s complex response 

|D it/** .'-.r- T-* “ ' ; •" ■ - 

Between the initiation of a forbidden-clone 
and the firs; manifestion of symptoms or signs 
•• . j |j*;nt period inevitably interv’cncs. ^tnen 
the primary autoantibodies arc cell-bound 
' (lymphocytic)i then on iHr average this 

interval, for a given environment, is about 
twice as lot.g in females as in rrults ; but 
when the target tissue lies behind a bhxxl- 
d^ue barrier the average latent period is 
usually of about equal duration in the two 
sexes.* J * From the clinical evidence »c 


■W-. 


deduce 1 iSf that the length of the latent 
period is determined in part by the operation 
of an Intrinsic defence mechanism, which in 
the case of lymphocytic autoimmunity at least 
"t» mcdiateJ through immunoglobulin*. For¬ 
bidden-clones are “foreign” and anmanti- 
gmic, anJ they elicit a classical immune 
response that restrains their proliferation. 
Pmbably all disturbed-tolerance auto¬ 
immune diseases on be precipitated and 
exacerbated by extrinsic factors such as cer¬ 
tain infective agents and certain drugs.* 1 
Menu! stress produces similar e:Tccts.* * VFe 
have proposed that these several factors cither 
compete for or affect the level of the defence 
against forbidden-clones. 1 * Smoking prob¬ 
ably acts in the same way. Antigenic and 
Bot-sclf trutcriali entering the tody have to 
be opsonized and pfugocytiled* and they 
therefore compete for the finite defence 
resources. Consequently, the c&ciency of 
the defence against autoam:gcnic forbiddcn- 
der.es is diminished. Autoar.tibocies increase 
in number, and the latent or chronic auto¬ 
immune condition u rrccipiuied or 
exacerbated. 

The idea that the intrinsic defence 
mechanism in autoimmunity is vulnerable 
to various extrinsic factors also accounts for 
the urban-rural deferences that are found 
in connexion with many chronic conditions : 
th.‘ greater pollution of the urban atmosphere 
and the greater stress of urban life encourage 
the growth of forbidden-clones. In our View 
th^ effect of cigarette-smoking on cardio- 
st.ku lar disease processes is more appropri¬ 
ately desenbed as exacerbating rathcT than 
V-'ul —^T e are, etc, 

. * J.* 5’ I 

Ozn;t M 1 lAAmv.fr. N. R. Rowfti. 
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